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Publication Title: 

PROPHYLACTIC AND THERAPEUTIC AGENT FOR HEPATITIS C 



Abstract: 

PURPOSE: To obtain the subject prophylactic and therapeutic agent containing a 
specific benzopyran skeleton-containing compound as an active ingredient and 
exhibiting strong anti-hepatitis C activity based on new action mechanism 
inhibiting translation step of hepatitis C virus gene. 

CONSTITUTION: This prophylactic and therapeutic agent contains a benzopyran 
skeleton-containing of formula I to formula IV (R<1> to R<26> are each H, 
OCOCH3 , N02 , etc.), or its salt as an active ingredient. For example, the 
compound of formula I is obtained by subjecting ellagic acid extracted from 
Jussiaea suffruticosa to alkylation of hydroxyl group with an alkylating agent, 
acylation, etc., of hydroxyl group with a carboxylic acid anhydride. Specifically, 
e.g. 3,3-di- O-methylellagic acid is exemplified as the compound of formula I. 
Furthermore, the preventing and treating agent is preferably normally 
administered at a dialy dose of 1 mg to 5 g/adult in one to several portions. 



Data supplied from the esp@cenet database - http://ep.espacenet.com 



This Patent PDF Generated by Patent Fetcher(TM), a service of Patent Logistics, LLC 



<19)B*B»IW (J P) (12) & H iff & # (A) 



268890 

(43)&MB ^8^(1996)10^150 



(51) IntCl. 6 
A6 1K 31/365 
31/35 
31/44 

// CO 7D 311/06 
311/22 



ACS 
ADY 



ACS 
ADY 



F I 

A 6 1 K 31/365 

31/35 

31/44 
C0 7D 311/06 
311/22 

m&m* *st# »*«o»9 ol (±34H) mfen\zvi< 



<21)fflS#ft 


#g¥7 - 75476 


(71)ffiHA 


000000217 








X— 


(22) MSB 


¥dt 7 ^(1995) 3 3313 




«^!53t«K/h5;il4Te 6 #10^ 






(71)fflKA 


595047189 
















*^AE#fPB100()83^-1->>>-xr>, A 








-<?47>9, 38A* 






(72)89^ 


flSES ft 








^*Sl»0<tfTUi6a2-19-8 






(72)3g^# 


S# # 








< tfrfrfttt 5-6-3 






Qwm A 


#a± s (^3«) 











(54) mwnzm cmsf&o?® ■ mmm 



(57) [gift] 

-«a (i) ~ (iv) Txsn«ft«ft»» 

< I > 



lit 2] 



lit 3] 






lit 4] 



(III) 




(IV) 



CR'~R'MiH, -OCOCHs , -0Q <A\tEX.\tWR7)l*)l 

s) , -no,. -co,h. -nh:, %mm& asins^s^ 



-875- 



(2) 



ftM¥8-2688 90 



Ht6] 



[SJjRSl] TSE-fcSC (I) . (II) . (Ill) X\t 
(IV) 



( 1 ) 




(II) 



(III) 




( I ) 



10 (iSf. R'.R'.R'.RMt'RtfR'te. 

tliT. ■fcmWL?. -OCOCHs. -0Q(idT QBzKJllS^ 
XBfiiR7;V^Jl/S&^-r) , -NOj, -COjH. -NHj t>L- 

- conC 

(5S*. L, MI^-:mgfcoT*$K^Xteffii»7JI' 

(H^3] HRSC (II) 
Wt8] 



JO 



(IV) 



CSCt', R 1 ,R l .R».R 4 ,R s ,R , ,R',R«,R»,R 10 .R",R'*,R 
, »,R M .R ,6 ,R , «,R , ',R , «,R , «,R",R ,, ,R»,R»,R»,R» 

&wtt. zti^nm-xtemtevT, -oc 

f) . -NO2, -COjH. -N&fclXteSt 
Mt5] 




(II) 



40 



(sc*. R'.R'.R'.R^.R^.R^.R^Rr; R i4 tt. -en-? 

n^-XttS^oT. -OCOCHa, -OQCTil-C 

Qtt**lS^XttffiiiR7;W*;PSSr^-r) . -NO2. -CO2H 
. -NH2*>L<tt5$ 

- conCT 

(5^ L. Mtt^-XttSi*oT*^lS^XttffiiR7;U 

*;vg£*-r) -e^an-sa. xts— ELkoMtss* 
\tt<Dmm*mz?tf®i£ tizm&tom tr * c mst 

[SS#S4] -«5S (III) 
Mfcl 0] 



50 



-876- 



(3) 

3 

R ,T R' 1 




(III) 



gt 9 

CjW. R IS ,R" > R 1 ',R'«,R>'RC; R J »tt» *tl?tm 

-x\3.mf3.-oT* Tumrn^. rococo, -oq (z.zr q 

lt*.%S?X\mm7fr*)V&$:7f;?) , -NO*. -C0 2 H 
. -NH2t>b<«SC 1(7 

Hfci i] 




[»*«5] -SS5S (IV) # 
Mfel 2] 

R" 0 




(IV) 



(a*. r 2, ,r j \r js ,r 2 \r* s -tn-fnw 

-Xteg&oT. -OCOCHj. -OQ Cut Q 

tt*&II^Xf3<£i&7;U*JUS£jS-f) . -NO*. -C0 2 H 50 

[ftl 3] 




*;pss^f) T^snss. xtt-E(±©E&g£# 

[S*^6] -jg5t (I) »C*ViT, R',R 2 ,R 5 RtfR 6 

«2E«©CS!iFFffc© : PI» • flMM. 
[lt;Ji£7] — JKSC (II) C*Ir»T. R'.R'.tf'RtfR 



$^¥8-2 68890 

[i»#B8] -jR£(III) K*lr»T. R'^W'))* 
R ie ,R" &tf R"tf**K?-C&9. R 
15 #3. 4-vt Fo*->7x-;U£T»*BI#BlX 
tt4eKecSIB*OTKf • teSBSJ. 

[ffiM9] -)KA(III) fciSV»T, R"Rr;R io *t 
*K&T*9. R' S ,R" RtfR"tf*5SSIiC^T&D. R 
1( **3, 4 - y t HD+->7i-MT$5B*S IX 

[0 0 0 1] 

[0 00 2] 
[«£*©!*«] 

<fg?ll©fm>1964^©Blumberg©:*-X h ? 'J 7SiK 
{mzKMW&V-i )VX (HBV : Hepatitis B Viru 

s) Oft&BBJtT&S il&tffcfrS) OXACID H 

BV©W5S*iit*. &^T1973^,CAgffF#'M;K* 
(HAV : Hepatitis A Virus) **S5Ji.2n&. L#> 

U cn^AS!. BS©ffF#'M JPXV-A-SffifflL 

T | b^-c€rav^'f;i/Xtt©n : Ui*ti¥ftbffiB*m» 
TV»fc. £©#A#BgffF&fiBtfM&»r (^ttTIiffi© 

©•M JPXffiRtfJalSffitfH B V K Jt LTffi©T4>fc 

[0 0 0 3] 1988^(c:Chooe.*^A#Bl!ffF2ft©ifiiS:S5 

CUffF&tff^X (HCV : Hepatitis C Virus) ©c 
DNABfK-5 - 1 - 1 fc-f &y*!7i)-->if\Z&vT 

tt£mvCHCVflE>«Nft®PI£ftq|*. HCVSIM 
£, HCV4KMftHiOTJIl&&:t>T*fc. »finrtt#A 
^B^ffF^tanT^fcfeCCetA/^ chif^-c 

5ffl^©ff3ft->-f;VX*^e>nT^S. AS, BM. c 

[0 0 04] 
[$13 



-877- 



(4) 



&Bl¥8-2 6 8 8 9 0 











A 

m 

B 

j* 


l*fcRNA 


Kffl27oiOiE20tfi<t»a. 




B 
9 
ff 
$ 


ft 3. 2Kb© 2 * 
CSttDN A 




-ess****** «jT<bf * 
♦ 'i7i:4i;iittt< N ft 


C 

a 

ST 


ft 9.5Kbott« 
I *«RN A 


« i -irae^jaan*. 


HUB** «ATfe 

4. eEft<*<otfj»*>£^ 0 



[ooo5] hcvii v-i)vx*o>h<D\z£zm&m 
tt*ffM» ©^M.tfc^cgff&'M^xx^D-:/ 

TV>*?FIBtt!9»**. HRCHCVWft*»»IJtr*t, # 

©820~30^©*i£&tt©8!KSSfe)MK< tfStfffjfc** 
WW*. 3&£ifev>jm«tfJ4flW«&«tt&l^ 

SdilCfc*. 

[0 0 0 6] <«£*©t«lf>ft?T, HCV©®&I8W 

fc*B«tt*frK #ttfls*B<£*tta***. a«« 
mm mv'OH'zm *<#ssn*. aft. *©ecib£ 

SUtUTW-f >^-7xD> (I FN) flt, CSfflfc 30 
TKtt : paWfcfiV»«IB*j85>»tUfc. IFNCffrfl® 

*wt, -« w t: h. i fn mnttie us ^ - 

3J (IHft*ttlMI:«*fF#I*©Jt«*BJt-r*ct*«JB 

i^sn-tv*. 

[0 0 0 7] 

[f8wai#ftu<fc3frssig] c©j:3ic. aftst 

A/£«t-©i&«&iUTI FN*^snTV»5*^ Z. 



(i*3±-e¥»ea©JS^T»5. ££*■©?-*>©¥& 

BlrtfcH3W*. S5KI FN©&#lC«koTt>36:$3 
[0 0 0 8] 

NifMi»J ! a«&*!:fcfcJ:D I FNft*Mtt£C<b 
*fflT&*3g&©«iaJi. £U©IBMA©ftifc*SJBl' 

Jtcsiff3ft»j©w^s«*afefc^m. tywmmmmi 
fWB**=;CA©T, 3*a&ttcaMHWSttft*u e 

[0 0 0 9] 
Wtl4] 

0. 

OH 




[0 0 
(ID 
[0 0 11] 
Hfel 5] 



i o] TB-*se (i) 

(III) Xtt (IV) 



-878- 



(5) 



-268890 



8 




( I ) 



[00 12] 
Mfcl 6] 




(t!) 



[0 0 13] 
Hfcl 7] 




(III) 



[0 0 14] 
[ftl8] 




(IV) 



[0 0 15] (5t*. R'.R'.RMt'.RMP.R'.RMP.R 
••,R l, ,R l ',R ,, ,R ,< ,R ,s ,R l «,R l ',R l «,R 1 »,R J »,R» 1 , 

r»,r i >,r'<,r» sc;r"«. ^^nm-x\tmfs.-D 

T, iHnm?. -OCOCH3. -OQ (ilJlT Qtt^KHIJS^X 
ttfiftT^^SSft-f) . -N0 2 . -C0 2 H . -NHj*>L< 

[00 16] 
[{fcl 91 

- concT 

[0 0 17] «+. L, Btfi-XH*!t9T#*af 



orr«. 

[0 0 18] ♦WlfflttffcfiWBSnT^Sffi^CO^T 
KTPiffllCSi^-r S. R 1 , R J , R s , R* , R s , R 6 . R 7 , R 8 , R* , 
R ,, ,R«»,R ,, ,R«\Il l <,R««,R l »,R>',R 1, ,R I ».R ,0 ,R ,l .R 

12 ,r is ,r j4 .r !5 &tfR"t£. -en-eni^-xiis^o 

T. 7K*K^. -OCOCHs, -0Q(^CT QttzKS&JJC^Xtt 
ffi»7;V*;US**-T) . -NO*. -COsH, -NH»t>Ktt 

[0 0 19] 
ifl [fc2 0] 

- concT 

[0 0 2 0] «*. L, Mttra-XI4S*oT*SRS^ 

xiifi»7;p+;PS*^l-) raisnss. xte-su 
s-en-fn*?-. uuT, -ococHstt7-feh 

-N0 2 ttxhDg&. -C0 2 H «*;l/**->^S*. -NH 2 « 

7s/g£-wens-r. *&, -oq«, Qa»**wf 
©pftt*s&g£. o««fi»7jw«ot*ttfia7;p 

[0 0 2 1] &WC7)V*)V&£\Z. ISiiiS i ~ 6 ©sis 

X5MP8. n-7nt;jwa, \-~fu\L 
»S. n-73\>Wg. i-73MVg« sec-7?Ml>g, 
t-^JPg. n-^>f;i* i-1>9-)Vm. sec 
-*>^**. t-'OfJU. *^>?;PS. l- 
*9-fr79-Mt* 2 - 1. 
frfuKJMk. 1, 2-V*W7uKH&> n-'s* 

->;wg, i-^*->;ps. i-*?Mi"<>^g. 2- 
59 3-^^;^>y;vs, i. i-s> 

^^7^8. 1. 2->>*3 1 ;l'73 1 ;i'&. 2, 2- 
i^^l^^l/g, 1, 3-v*9Ml'73 1 JI/g. 2, 3 
-y*?MW73Ml>g, 3. 3-i>*Wf9>Mt* 1- 

x^T^wg. 2-x^w7^;ps, l. l, 2-h 
y tf-fr-fa&im, l. 2. 2- hu^y;u^ntj* 
g, l -x^;v- l -^)V^uM)\,m. 1-X5MV- 

[0 0 2 2] tt»7;(/3*5'»fctt. frEfilg^l^ 

gicttj&f *t>©£jsu csj^.»i^h*-> 

40 g. lh*^S. n-7o#*->g. i-7D3ji+v' 
g. n-^h+vl, i-7h*->g, sec-7h*-> 
g. t-7h+->S. n-^-f-Jl^+vg. i-^> 
yjl^+S'g. sec-^>3\)P:t*vg. t-O^fr 
**->g, l-jWfc/h+S' 
g. 2 -^?;v7h+vS. l, i-v^^;P7D7|?+ 
->g, 1, 2->';*5MI/7 , n2l?*v'g, n-A^s^M- 

*->g, 2-^5 L JP'<>^l'5*-*->S. 3-^^U^> 
^l^+i/g. 1. 1 -^^^)W7h+'>S, 1. 2- 
50 -^^l^h + v'g. 2. 2-v*^7h*v'g. 



-879- 



(6) 

9 

1. 3-i?*9-)V7b ! *i'&* 2, Z-VttfrW* 
->S. 3, 3-5>*3\>K/P*->g, 1-X=P^:/P* 
2-X3MP:/P*->S, 1, 1, 2-P>J*3MU 
7"n#*vg, 1. 2, 2- PU^^ntf+i/g. 

l-I^-l-/^D#+yI, 1-I3MW-2 

[0023] jfcir. St 

[0024] 
Wfc2 1] 

/ L 10 
[0 0 2 5] (jS*. L. MttHg-Xtig&oTjfcsSilS? 

ttN, N - vffi!R7;l'*;l'@&#;WN*^ Jl/g£SU 

-f;i/S. i^^kfr^A^-oi-g. yg^x^A^A 

M^tDvn^-ovm. ^)V-n--^a\i)vi3)vn^ 20 
jvm, i>-n-^u\d)iij)vn^)vm, i--?av)i 

S> x^;w- i -7atr;k*j;PA*--f;i>g. 
ntrji^A^'OWS. n-Tnt^- i -7*ntMktj 

JPA^'OVg, T^JkftJWA^'fjPg. *9W:/?MW!> 

3-)vt>)vn^)v&. )Vti)\>n ; £<i jus, a* 
*/)Vijs\,n*<i jus. ^ ?;P'\+->;i'*;WA ; E'f 
x^^^a^A^-r^g, n -7n Mh^i/h 

[0 0 2 6] -£U:©B&g£*rLT^T i i> < i:^3r#Sg 
tt. 0JAtf*i£g ; )m ;-hDS; ;&;hp>j / 

s ; ^e**u /s ; 77». mmm^. &mm 

7, 3 £©A >EC^ ; x P y ; 7 9 

F8 ; ; X^Jt-g, T'DtMI/g. 

-f y^Phr^S, 7^gft£©7JM i ;l'g : tfx;w 
S. 7'JJPg. yD^-;us^t*©7^x;US ; X5 1 

s. flS»7;u*;pgK#&-r-5* p**>g. 



ftW¥8-2 6 8 8 9 0 

JO 

bHD+vpt^S. fcFn*->x?MWg. tHD+-> 
T'ohTJVgfct'Ot FD*->7>M^g ; 97x9 J 
& ; *jtA<f 5 F-f Mt ; 7-fe P-f 3 F-f ; *^A* 
^-f JPg : ^rt^I/A^^g ; A^A^E-Y JM? 1 ^ 

g. *;i//\ ,; t'f;vx5 1 ;wsfe^©*;i'7t^r<^7;i'^i' 
*-f;ug. s^^kft^A^-oi/g. ^)Vx^)V1j>v 

A^E-OPg. 9X=f)Vil)VA^)V&ttE(07)V^-)Vi] 

ttwe-iMt. ^vxf-jv^tuv/^-ovm. 
-yx9)V^iJ)vn^ ft&ti E<D7)V*)\'=f'*ij)vn 

*-i)V& ; *;PA5 PS : 7 £<D7)Vi3;4 
)Vm; 75 ; ^^1-75/S. X^;U75yS, 

73 /S. ^9 1 ^X5 1 ;P73yS. i?XT)V7 5./&13. 
a<Di?7)V*)V75.y&;75.;*?)),^ 7s/Xf 

73/ 7 p Dfcr;ws^t*©73y7^*^s ; 

; y h+^A^JpxjUS, lh+y*J>fcf 
a. y / D^+->A^x;PS)fti:©7;Pa*x*^x 
; y h*->*;^x;v^^*. x h+->*;u^x 
Jl/y^S. zfut^yiJ)V^x)V^)V^ yF=^-> 
*;u^x;vx^S> xh^->*;v#x;wx^S. ^ 
a#*~>*;u^x;i/X5 1 ;i/S^^©7;i'3*v'*;i/#x 

)17)V*)V£ ; y^J^^v-y^S. /fW*yI 
UE07)V^)V-t^y7)V^)Vm : y^U^*^?;!/ 

s. y?;^^x?;us, if*f*yf*i. x^;p 

3-*Xl-)\,&tlZ0>7)V3r)V?-*7)V*)\>m ; 73 // 
^73//?^. 73yx^;P73y/^S^f 
©73/7;M^73/7;i/*JUg ; *?)V%)V-$-)\> 

^-*->«, x^;v*;v#x;p^->g, -ivfuMitfj 

)l#X)l**is&teZ<D7)l*)i>J})l>tfx)\,**i/m ; 
**~>*?)l& 1>V)V**ri'X<?)l**i'X?)l>3 i 
t3.£(D7V-)\'7)l3* :! s7)\'3* i s7)l3r)l'm ; t F 
u^~>X^)V^y^)l&, h FD*->X?J^^-> 
x^USftfrot Pa+>'7;vn*->7;P+;PS ; ^> 

i^^+v/^S, *>i?)V*3ri'X<?)V& 

i<-?U t:;Ug& if ©7 U -)V7)\>U* ->7)l^r)V 
S; FU*^7>*x:tg, ^5 1 ;VX5 1 ;M9 1 ;W7> 

^x^-a, p u x^;w7 t*©mrai»7 >t 

>^S, v^n'\*->;i/S^t*fflv^a7JU*;i/S ; 
y^Dya^-M. v^n^x;PS, ->^n^>x 
x^S. y^a^ J tx)^ua<D^^a7)l'irx)V 
S;7xx;PS. t!Ui?x^S. ^Xx;VS. 7UJW 
S. tfDU;us^£©7»J-;i'S : y^i^tfS. xg 1 

ji-fta^i^ts, tru^x^^-s. 5^xx 



-880- 



11 

)VmUE(D7 'J -JH£»7;^^S ; XJ!/*x;Wg, ^ 

JUS ; ^>l/-f.rt'gfti:©7 l J a-OPS ; 7Wd7i 
x;i/S. 7n^7xx;i'gfci:©/\oy/7'J-;i'S; 

££;t#U ^t-Mfc -ham. * 

7vHI, 7$/S, 7;P^75 

/S. ^7;i^;P7S/g. *;wx*-f jws. x;v*x 

[0 0 2 7] ^SSSStbTfi. AttttCtt, 7 

;h§, v?v>)vm, 7 imps, ^xx^s, trnu^ 
**#yu«>i'*. -r v*-y-yu*g> ^7i/luw 
-fy ^7 yj^s, -fs^v/u^s. tr^/u^ 

75ifx;pg. ?7v ? 7V''J;vS/ii**^tfe.n. 

4-tHP=fi'7i^S, 3. 4-tHD+->7 
xXJPS, 3-th*D*->-4-*h 
*->7xX;Ug, 3-* h*->-4-fcFD*->7xX 

;ws> 3, h^r'>7^=.)v&fii£i)mf<bn 
[0028] ^a^wtr^T^rsffitLTtt, mm 

fi£BS&, lift*3iS&«, 3-iMfc*at8&ififc£©«86£ 

tHn^^>^*>fiI, t 
Fn*->x*>x;M>>K£. ^>i£>x;w#>&il. 
MVx>x;n*>&tg. ^'J^&fcifw^tSxJMO 
K©#Jnft ; hU^?;i/75>^, HJx?MP7S> 
tfU5»«, 7d2M>&> bf3U>«. ^->*n 
^\^->;U75 N, N' - > v;i/X^ 1/ > >>7 

N-y?Ji'^;i'*5>ifi, i>x*/-;P75> 

)V7S.J) *9>m. yjL^)V^.yiy)V7s.yWs.E 
©73>©tt1ID:& ; 7)V*r=.»&> 'jy>lfi. -fe'J> 

<hWS/&©ttjto&ft££*tf£C,han?€5. £T 



(7) $JBi¥8-2 68 89 0 

[0029] #.\z*mmw\zfrfrz{t-&vs<D®mmzrD 

m. -&*{£i»l§l»S7;Pa-;i/S. =%miSk7)Vn-)V 
jo 9. ett##T&sx7i^£#s;ita*T£3. 

[0 0 3 0] *K58Wca^Sft£4&tt£fcMfc£ 
«rc&D. &ft©8ffitC«fcDIJ&a<0lfirTN&sa<. 
tUTKTIcHKW*39iite^S-rs. HSiC (I) 

[0 0 3 1] 

Ufc2 2] 



R 1 



39 




( 1 ) 



[0 0 3 2] [^«f> R'.R'.R'.R'.RSRWti, 89E£ 

>#&£*Tsfc£4&xtt*©&a^wicffssns:!a 
MMi7)v*Mtmz&z>7am&e>7)i*)Kt. m 

**)V$>miiE\Z&ZJmg i <D7i')VKS. Sff'SC 
50 L\z&r>%zz.tifi-Q$z. z\e>&5\zx7>fm\z*iV 

[0 0 3 3] 
[fc2 3] 



40 



50 



-881- 




( I ) 

[0 0 3 6] (5**, R'.R 2 .R\R\R 5 XtfR 6 tt. tftffifc 40 T?€f£. TfaKfeA 

m\zmc&&tnzn.7K?. ) T^sn-ssigfttio [0037] 
xt>, -his— assc: (i) r&t<tiz>{£&®£nz>c£w [^25] 



-882- 



(9) 



®mW-8-2 6889 0 




16 



CO.H NO, 



HO.C 





[0 0 3 8] T^Sn^S«:SfT5C:i»CJ:0. ±12- * izmyctzxnfrStswv&z. 
1B& (I) »C^SnS2^CDft:^S#'5Ci*<T^ [0 0 3 9] JStC^fc. £©5Jfc5$ 

S. d©5J5tt^7x>K*-hn^U [0 040] 

tDW K>5i£^J&S-&. ^e»it^hDS*75/S* Mfc2 6] 




[0 04 1] (St*. R'.R'.R'.R'.Rs.R'&tfMett, W 4, 4 - v^^M'+WJ XfcU *t>TADy>ft 

t2)£8ic^i;s$^n^n*-r. ] T^sn-ssiii^tc tioft-s* (a) (b> z. 

.k^T-b. ±E-)SiC (I) T$4n^ftS#5C ©i^lCtT^^tlfclb^ (A) , (B) «rR££ 



-883- 



(10) 



8-268890 



17 



18 



(i) T$sn*fc-s®i£#5;&arc&*. mfttttitt, * [0042] 



C0,H 




O^N 



OHe 



OUe 







[0 04 3] C5£f. MeaSIHB5t8lCl^i;»*^T. ) SU0 046] CSC*. R',R«,R',R I »,R ,, ,R 11 ,R ,s &t; R 

[o 044] (id a? if&snsffitt. &cFv>B.&tt&znz>i3m\z&i)& 

[0 0 4 5] f8,tZZti)*V2Z>. 

Mk2 8] [0 0 4 7] 

R T Ht2 9] 



(ID 




X30 
CONEtt 





R" Y R 1 4 R" ' f " R' 4 R"" ^R'« 
R" B" R" 

(C) 



R' B' R' 

«eO^ UeO^ _R' UeO^ R' 



(HO), 



(D) 

[0 0 4 8] CSt+. R',R»,R».R , «.R , «.R»».R»»,R»'-;ft fcCiDflrAtt (C) ;* S^OOfl 

£v?X3MU7S>£fflV>T75 FfbU *HT/\ny> 50 T»5. CO<tplCtT^f>nfcfl2^<Kl (C) , (D) 






-884- 



[0049] 



(11) 



8-268890 



19 



20 



* Nt3 0] 



BtiNOC 



(C) + (D) > R 




Et.NOC 





[00 50] CSC+. R',R , ,R 9 ,R 10 ,R ll ,R 12 ,R",R M ,M ^^T^TnLP RlSSt 

e RxfBut. mmfem\zmv&**n?tiK?. ) [o o 5 1] 

3tt-5«fc5K£££-ltS;i,hK:«fcr). ±BHB£ (II) Mfc3 1] 

CO.H CONEt, CONE t » 



(MeO). 




(MeO). 



(MeO). 




(C) 



Me0 - ^ Me V% He V% 

I -MOMe). — > I -j-(OMe). — > | -KOMe). 



Br 



(HO)*B 



[0 0 5 2] CiC*. MeRt/St«iFiBJtg»C[gt;S^ [0 0 5 3] 

U n«lXB2T<65. ) TS3n-5R^(C i 0#?> 47 Ub32] 
hSfcSfj (C), (D')SfflK Rf5& 
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21 



(C)+ (D'>- 



(12) 



Et.NOC 



MeO 



(yeO). 



1$Bi¥8-2 68 890 



22 




(OMe). 



Et.NOC 




0^ 0 



(OH). 




(OH), 



(HO). (HO). 

[0 0 5 4] (5S*K Me. EtR<^n«S5l2«SlC^i;S * ^iX^mz^X^m-^Z. £W$Z>. 
Sr^f. ) •CgSnSSJS^ff^CttCtOv S9IH-« [0 0 5 5] 

a(II)K&£3ft£fc£4&£S£t-3££*<T#-5. * Hfc3 3] 

£. -«SC (II) T£3nsfc-&<K>ttJKT©5£aTS* 

COtH CONE 1 1 



8' 



CONE t * 

B(OH), 




MeO 



R* MeO 



Br 



8" 
(F) 



[0 0 5 6] (5**. R\R 8 .R ! \R"\R ,, ,R , *,R ,S ,R , <,M 

e RtfEtta. friE^iiici^ua^n^n^T. ) en 



«»{*:*ADy>{b-r-5CtC«fcO, (F) 
SIgT?i&-5. Z.0)£5\Z\sT%t>nitVc&® (E) , 

(F) ££(TcDE&5S 

[0 0 5 7] 

Wfc3 4] 



-886- 



(E) + (F) 




#M¥8-2 6 88 9 



[0 0 5 8] (JCtf. R , ,R , ( R 9 ,R 10 .R" ( R 12 .R",R M ,U ^rm^Ttui, K£S 

e strata. MiB£gc^ug§*n-enjjvf. its ai [0059] 

.CO.H ^ .CONEti A CONEI, 



(MeO). 



(HeO).^ 



OMe 




Br 



(MeO). 




B(OH) a 



( E ' ) 



OMe 



(OHe). 




(OMe). 



(F-) 




10060] cat. Me. zi&zfn\m&femzmc& 
^ (in Ks^sn-sfl^ttssis-r-acfcai-css. 

[0 0 6 1] 

Hb3 6] 50 
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(14) 



-268890 




26 



* [0062] T$an*ft£«ifc££fijrr*;:ia<-c 

£-5. 

[0 0 6 3] Hfi5£ (III) 

[0064] 

Wfc3 7] 



10 



R 



(III) 



R' 



[0 0 6 5] CiC*, R ,6 ,R 16 .R I \R 1 «,R 1 »&Zfl'.' 0 «. 

-5. 
[0 0 6 6] 
[fc3 8] 



20 




0^ OBt 



R M R" 




[0 0 6 7] (5£*K R IS ,R , «,R 17 ,R'«,R I »,R" RtfEt 



[0 0 6 8] 
[fc3 9j 
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[0 0 7 1] -V&2tl*it'£®te}:$:&&TZ>CtW 

50 
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29 

[0 0 7 2] Sfc, -K^(III) £&^2n«ft:&< 



CHO 



OH 



(16) 



* [00 7 3] 
Wb4 1] 




COO 



-268890 



30 




[0 0 7 4] CSM». IPM'M" ttflNB£« 58Wlc^^{b^S»jfr^X@S^tJt>CD-C*S. 

fcwuai*, m nx«chs. Y'.Y i ,Y 3 sm 4 «*^ji a? sags 

TXJ4WBE©-JK±©gfta*WUTV^TfeJ:V^#SI [0 0 7 5] 

HeO. OUe 




C0C1 




HO 




[0 0 7 6] «+. Mefttf xaHNBftttfcPIBSfciii 
[0 0 7 7] 

Mb4 3] 50 



-890— 



(17) 



#$¥8-2 6 8890 



31 




[0 0 7 8] T&2nZit£y>t£&)W&*l&-V&Z>. 
[0 0 7 9] Sfe, -&5£(1II) Ktt**n*flS^« 

[0 0 8 0] 
[<fc4 4] 




OH 



[0081] -cs^nsmMb^s. ^ft^tcio 

it: 

[0 0 8 2] 
Mfc4 5] 



32 



10 




OH 



[0 0 8 3] C5£*. MettMI5^SlC^i;S<£;^-r. ] 

20 [0 0 8 4] 3 SIC. -asss (IV) 
[0 0 8 5] 
Hb4 6] 



R" 0 




(IV) 



[0 0 8 6] CSC*. R 2, ,R 22 ,R 23 ,R 2 \R 25 Riyto 26 tt. 
[0 0 8 7] ±ffiWKj£fctt. !^SIC<tDlr^*lCW« 

ic i o T^ffi lei o «&&ik«S££ tcttT E £ % 

[0 0 8 8] *%^IC«-5ttCSIF^J©^fflttffitt 

®s«, m ttgu #m. mmammmz 

40 JcDS&a**, l*«AlHSfcDl*~5g-C*D. 

[0 0 8 9] uneaao^icttaftfflv^nsR^. 
g&H. mmu *gm. Riwaicj: 

[0 0 9 0] rtieo^tLTIl W*.tf. Sitl^Jft 
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E) . xXxJWfc UUX^&^^-M/Fxvyk 5 
'JX^&'f yXabMkfci:) . ft»7)U:3-;W (-feh 
Xx7U;k7)lo-Jk ^xjl^kn-./ki,*:) . 

•j3>»si, x>j3>a. ftmm&m (tfu^+^x? 1 
u^iiteKxx^^. yjnf*>Mfi&xx^;k 
-feU>li!!S&x;*7Mk jJ?'J^->x?u>y;nf^> 
»tt»xx?Jk #'J^->x^u>g!{k^*t«i. # 
•j^*->x?P>* , J**v'7 r ntrw>^n.y^3#ij 
v-fcif) . ^tties^T (t Fd*->xtMH:jH3- 
x. 3p'J7J"j;wK, #;k#*->tfx;k# •.)•?- #v 
Xf-U>^l)=J-)k jpUbfx^tfDU FX ;*?Mkfe 
;H3-Xfci:) . 7)Vn-)V (x*/-;k -fyXn/l 

££) . » (iOkn-7., ~> 3 «fc<t:) . (* 

;P5x-7A^a . «**&»wiitfsn*. phsbsi 

©fc&lctt, flltfua (gft. U>»&2) . ?I«I6§©7 
Jkb'J&fltt (U^K^FUOAfti:) , iW (* 

6t a . *r«8K©7Jk*U&fi& (fi>8t 
FU-7A. F 'J ^A&i?) . (7Jk¥x 

>. X*/-;k73>fc£) *t*«rffl^.5C:i:^T# 

[oo9i] ^m%m<Dm^m^mvrm^n^ # 

^?«H c vae^ roa^SHSrSST^ H t \Z <fc 0 H C 
[0 0 9 2) Jt^tiHi^(D90%«±©mRNATtt, 4 0 
V» A U G LTfflRfcBltt-r * * * y XflcSFttg 

a^fig*fT^Tv^. #>j:fM;kx£ifi«> 

t?Z>\i-3i-H frT.WiOV'l )V7>?; AttX^X 1 * 
IRNA7, 5' s/7«|jg£X#. ftW5'H# 
881R«# (5'UTR) *»oTV>* (*'J*9-f*XT 
ttift 750&S) , SS»C5'UTR©*K«&g!r.©AUG 
*t#ftUT*D, HCV-RNA©5'UTRt>gj 3401& 
Stg<. ^ffi^t«2~3i@OAUG*t?¥ffibT^ 
-5. C:n&©>7-f^X»Cfclj-5ai?tt, 5'UTR©Slit 
aWSE&ft (prokaryo t e) ©Sh i ne-Dargano 5!?iJ©«fc 5 K 

'j*y-A©s§aicBi4-r*«a«T. u#y- 

A^5' UTR©ft6?£88LT0l$&-f ^internal in i t i 
ation t^5*v>y*fit#tt©frfc^^*xXAIC«k 
0fft>n-5rt*t*5*^T^S. HCV-RNA5'UT 

internal initiation £fr5mRN AWt>©ICifiVit# 



(18) !|$&W8-26 889 0 

[0 0 9 3] iu5t. *@jg©8ffl«<»> (Ju 
ssiaea suffruticosa., tyftWW) tt. 

W«^li«r«*^*xXAtcS^<StCSffF^JW^N 

-5. {FJ*.tf> Human immunodeficiency virus (H I V) 

X©)B©Jast©»ffl. *©teta8t1UB. tt*lifMl. ft 
Kfc«UBfc£©«tt*i«e3nTv>*. *H«Wlt*^ 
SX5*KRtf-t©«*#»4, 9-f^OigJiMfc* 
*>T, U#V-A«<RNA«Bn-r«af9C (internal r 
ibosome entry site ; I RES) SrB^TS £1 tlC«k 
0, ffiCI!IBft»tt£f5»-f*. 
[0 0 9 4] £(TlC*8NlC***ft6tt®*S$UM* 

20 mmmmm 

TSH7jjStt«tDX7^K&i; j e©SI^© iRESftf 

«2ic^r. 

[0 0 9 5] <-T>tho- r-7>XV—>3>(Ci5 
x y ^ «RIX* ©iWMIso* * s» Xfe#WlJJiRRtf I R 

e s&#w»iRic«-rsESStt©a!i«ffi> 

1) A'-y#y5>K©Rj£te(Capped-globin mRNA* 
ftV»lt I RES-HCVmRNAA'AoTl^HttS! 

ifflKrt©«±Se, mRNA^«fi«1.fciaia:j«»ft* 
6*i;»«tfTXhyi'Ufc"b«!)-C, ATP, GTP, 

i — if, x<;P5>ta^K*^sn-5) . Mg(CHjC0 
«2 . chsCook , "spt^tfx^t'&iiAa-e&fijS 

RL 0-y-^IHtt#lfil«JSjfil». <7-y-*fc7xXJPk F 

T30"c, 50^>+a.^— >3>r-5. ;m-ett» ** 

4tf mRNA»t#ftU4H©t, Se©SsRtt±<eC6* 

*tsn-5^t*»sbs. c^TOiis "a" 

[ 0 0 9 6 ] 2) pos i t i ven > F U-)V t UT© (Capp 
ed-globin mRNA&SWil RES-HCV mRN 

VX^-^-rJk Mg(CH>C00) 2 . CHsCOOK . "S*^ 
^•X>t, capped-globin mRNAXttl RES-HC 
V mRNAfcfiAS-frfcEJ&atlCO^T, ±8Bl)tH 

50 0, m^tt-^Anx^^^OTS^ 100965ifTUT 
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(19) 



8-268890 



35 



36 



"B" tUfcSS. iCT«D»©aiR5«ffl "C" «B 

fre>Aimm\^timtti;z. ?&t>%. c=b-a 
3) ffim<Dm$m&zn.zu®. 

TX^-rt^TMk Mg(CHsC00) 2 , CHsCOOK. "St? 

capped-globin mRNAXIJ I RES-HC 
V mRNAt, *&&£^AStffcKl&i8K:3^T. * 

ISSfStt {% of inhibition) = (1-E/C) X100 
13.38. mRNAtL/Tcapped-globiD gl $ [0 0 9 8] 

obinKtt-raBgtfcD. IRES-HCV$ffl^ft« 10 [&2] 

•&«HCvic*jf*ii§»tt tnz. m 



[0097] z wtmemGtiLR&mz "d- 
-r&t>5. E=D— A 







GlobinPl^pCO 


IRES-HCVJfi^C© 




22 


45 




-10 


30 




-33 


47 


4fc£&3 


-21 


70 



[0 0 9 9] TGIobinffiS^j «^Dtf>©^-V # 

s/y«n?waWR©B»»**u riREs-Hcv 
-fb^i~3tt£tTcD*jgsr* 

[0 10 0] 
Ufc4 7] 



<tis® 1 





* (b£1S)3 

0 




[0 10 1] foT. *H^W{CA^-5{fc^H, I R 

5o mfcmmim&isU^t^?m$i&z*i-?z>£.ttft>fr 
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nff^gfi-swu cmsf%<D 2 i'mRzt&m\zGm-c$> 

•5. 

[0 102] 

#8gm;ine©t>©iciK£3n*t>©Tttfc^. tgjs 

0?* l H-NMRX^^h5A(iVarianaFT NMR 
(400MHz)T3B£U&. #H38WC*^*ft£<»© 

6ftcjBt> &nsKfifl:^©Sjiwt>fif-B-T*-r. 

ft, fitT©0d«f tCfe^T. Hett*3^S. EtttX5MP 
[0 10 3] 

N, N-yX^jP- 3-^ F*->^>X75 F 
[0 104] 
[ft4 8] 

CONEti 




[0 10 5] 3-^h^y^mSK 5.0g£h^X> 1 

75 FSSSHBTUfc. 60*0^3. 25l^ffl}jim ^ffl* 
C©^ICxh7bFD77> 100mliv> 
Xf^7S> 6.8ml£imA, SffllCT45»W»5^bfc 
S^CylW5> 5. 7ml £Jn*_, -IftgiSClT 

mx?m) ctonwu nsft£«j4.o g («$58 

[0106] • 1 H — NMR(CDCh) 6 ppm ; 1. 08~1. 2 
3(6H.m), 3.19~3.28(2H,m), 3.42~3.58(2H,m), 3.78 
(3H, s), 6. 83~6. 94 (3H, m), 7. 26(1H. dd, J=7. 7Hz, 7. 7Hz) 

N, N-yiff-2-^nt-5-^ F*^>X7 

[0 10 7] 
[ft4 9] 

CONEti 




[0 10 8] N, N-vX^-3-j* F*v"S>X7 
5F 2.0g£ftgS20nllCig&U *#T. #yR0.55ml£ 



(20) 1$IB¥8-2 6 88 9 0 

ft£ft2.60g (lR$S94*) Sfft«<feiUT#&. 
[0109] -'H-NMRttDCls) 3 ppi ; 1.07(3H, 
t,J=7.1Hz). 1.25(3H, t.J=6.2Hz). 3.05~3.10(2H,m), 
3.22~3.37(lfl,m), 3.78(3H.s), 3.78~3.83(lfl.m), 6. 
74~6. 79(2H. m) , 7. 40~7. 44(1H, m) 

mm 

10 2, 4-^ht^7iz;^B 
[0 110] 
[ft5 0] 



B(0H), 




OMe 

[0 111] 2, 4-yj* h^->^D^>1f> l.Og 
a? £«8*xF7t FP77> 5.0mnc:^»L. g&mift 
T> -78*C»C?&SIbfc. COKltii-^UfW 
© 1.6M^-y->^aS3.17D)I*jjSTL7i. -78"CKT40 
FU* F*v#7>1.57ml&jD;L id) 

->^A(CTKj®«. MEESM8U *Bft£4&0.94g£*i 
feigStLT^Ti. ^©t>©ttfiSM-r-5Cti&<. £© 

55 [0 112] M&M4 

2-'jx.^)Vi])vn^)V-r. 4, 4' - f u ^ F*-> 

[0 113] 
[ft 5 1] 




[0 114] gsflgHMT. /^yWfh7+7h'J 
7i-WX7^ > 145mg<£y^ F*vX^>40ml \zm 
ML. -5-©4"nN, N-yIf;l/-2-7Dt-5-^ 
F*v"<>X7S F 685mg©v;* F+vX^iSffifctD 

^wzxinmmnvtz. •?-©&. c©SfSt*2, 

4-i?* F+->7xX;^->K 940mg©X^y-;i/ (6 
ml) Sffltt. 4.2ml©2M^8t*&:hFU£A*iSfc£ 

tax, 22mmm%>m$tisrc. R^M^mz^m^ m 

50 fefcffi&V^v^AlCT&J&a. ^Effl«L&. 
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39 

>-RKx3Ml/») tr«kD«SSU ^*->*->-»Kx? 

;nc«kDisafl:bT. sa^fe 320mg « 

[0 115] -St^; 98-98.5*0 
•'H-NMR(CDCh) 6 ppm : 0.82(3H, t. J=7.2Hz). 
0. 83(3H. t , J=6. 8Hz) , 2. 64~2. 79 (lfl, m) , 2. 86~3. 00(1 
H,m). 3.08~3.22(lH.m), 3.66~3.78(lH.m), 3.72(3H. 
s),3.80(3H,s), 3.83(3H.s), 6.46(lH,dd, J=8.4Hz,2.5H 
z) . 6. 48 (1H, d, 1=2. 4Hz) , 6. 90 (1H, dd, J=8. 8Hz, 2. 4Hz) , 
6. 92(1H, d. 1=2. 5Hz), 7. 20(1H, d, J=8. 8Hz), 7. 26(1H, d, J 
=8.4Hz) 
II 



3, 8-ybKP^>-6H-^>'/ Cb, d) M=y 

[0 116] 
Ht5 2] 




[0 117] gSSgB^T, 2-i>^)VU)Vn^)V 
-2', 4. 4'- HJ* h*->H7xnJl/ 320ng^il*> ? 
^DD^MOmllCj&iSS-ti:. -78"CIC?&a)Ufc. C© 
S^Sl£KH^t#£&©lMi^D 4.2ml 
»S>o< DgfilcHi&U -^K^Ufc. -78*C 
KJMJIU **/-;U2mlSrim;U5:&. ttCJMU 

U ®)Hb£0378mg (iR$37%) SiBSttT#&. 

[o 1 1 8] -Mak-.ymc 

• 1 H — NMRdWSO-de) 0 ppm ; 6. 70(lH,d, I=2.4Hz), 
6. 79(1H. dd, J=8. 6Hz, 2. 4Hz) , 7. 30(1H, dd, 1=8. 8Hz. 2. 7H 
z), 7.49(lH,d,I=2.7Hz), 8.00(lH,d, J=8.6Hz),8.10(l 
H, d, J=8. 8Hz) 
•MS (FAB) ; 229(MH*) 
15 



N, N-yi?^- 2 - ^ htM>X7S K 
[0 119] 
Mfc5 3] 

CONE t a 




[0 12 0] 2-*h*y££#§£ 5.0g£h^X>70 
mltcBS3£li\ Mit^-t-JV 4.4alti?^^*JWA7 
5 HSr&iBSSTLfc. 60 < CT2^ra8l*?S. MST» 



JO 



39 



50 



2JLfc. Jl©^lC5 L h7tHD77> lOOnlt^X?- 
^75>12.5nl*}H*.> -BfcgfifcTftttLfc. Efcig 

^^s*irun^, BKx?;ncT«!aiU 

9S39U SIHfl:^ 4.3g («$63!K) £flatt4&£t 

[0121] • 1 H — NMR(CDCls) <5 ppm ; 1.02 (3H, 
t,J=7.1Hz), 1.23(3H, t,J=7.1Hz), 3.13(2H,q,I=7.1H 
z),3.48~3.64(2H,m), 3.8K3H.S), 6.89(lH,d,I=8.4H 
z) , 6. 96(1H, ddd, J=7. 5Hz, 7. 5Hz, 0. 9Hz) , 7. 23(lfl. dd, J= 
7. 5Hz, 2. OHz), 7. 30 (1H, ddd, 1=8. 4Hz, 7. 5Hz, 2. OHz) 

1 

[0 12 2] 
Hfc5 4] 



CONE t a 



(H0),B 



OUe 



[0 12 3] SlRSHaT« ^Vv^)V^Vy'J7 
5> 4.3ml£&#'r h7k KD77> 130ml »C}gj$?U 
-60'CC?&aiUfe. S-^Jl/'J^A© 1.3M5/*D 
A*-tf->?§»E22.2ml£l<J>o< DWTUfc»; -60*CJCT 
10#IW«#L;fc. £©®SclCN, N-v'X^-2-^ 
h*v"S>X7S K 5.0g©Th7tKD75> (13m 

i) sfflt^fBTbfeft, -65"cicTmmta^u&. r 

®^HJ* h*->#7> 7.5ml£iD*.. t^oOtg 
M$T#S;*-B\ -iftftttUfc. *#T. 1 N&&£ 1 
00ml E£Jg£«3£«EEai8&. 3>*nn>t*>K: 

KKx^t **/-;«) icjcofiiiau. mfcits® 

5.2g (IR^85«) SJft^iUTUfc. 
[0 124] Bi§gtJ7 



40 2-i>^)Vf])V^=t^)V-2' . 3. 4' -h'J;*h* 

[0 12 5] 
Ufc5 5] 

MeO^ . 

CONEt, 




50 



OUe 

[0 12 6] g&gffllctT. ;t7yWf h7*Xh'J 
7irWX7^ > 286mg£>>;* h^->X^>40ml(C? 
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(22) 

41 

Mb, -trot's 2. 4-~?*h*i'7a*:'<.>V> 896 
mgSiDA. giaiCT40#Wft#l,fc. ■€•©&» £©J8Sc 

-* h*l'yx.-)l-frVmu<iW<DXi?/-)l> (6ml) 
Sffltt. 2.3ml©2M&K*$*MJ<7i,*jgft£;!)n 

Wh'J7ir;l<*77>f> lOOmgSiDA, £e>K20BS 

*yM7A^DYh^77^- (^D-^-KSSX^ 
m) tCiOfSSJU gSEft-&& 500mg 0R*?S32%) £ 

[0127] •'H-NMR(CDCh) <5 ppm ; 0. 73(3H, 
t,J=7.1Hz). 0.89(3H, t.J=7.1Hz), 2.66~2.82(lH,m), 
2.86~2.92(1H,id), 3. 13~3. 24(1H, m), 3.72(3H,s), 3. 
76~3.88(lH,m),3.81(3H,s), 3.84(3H,s), 6.46~6.50 
(2H. m), 6. 880H, d. J=8. 2Hz) , 6. 93(lfl, dd, J=7. 7Hz. 0. 9H 
z), 7.24~7.34(2H,m) 

3, 7-ytPD»S/-6H-y^>'/ Cb. d) Kg 
>-6-3"> 

[0 12 8] 

[ft 5 6] 




[0 12 9] S*»HftT\ 2-isX?)l%)W^)V 30 
-2', 3, 4' - MJ* r-^H^xXJP 500mg£«* 
S?^DD^^>l5mlfc!Bffl*1i-. -78*CfcftJaib;fc. C 
0«a*fc=JiftJl59*01MS?i'nn^^>«« 6.6 
mlSiDA, W>o<Oafifc#iaU -78 

ucjmpu **/-;u6io*.£«. micjmu 1 

SSA^-y-XCTft^L. «Gft^4M8« (ff*14X) 

[0 13 0] • BSjS ; 229.5~230.0t; 

• 'H-NMRdJMSO-ds) 5 ppm ; 6. 77(1H, d, J=2.4Hz), 

6. 85 (1H, dd, J =8. 8Hz, 2. 4Hz) , 6. 96(1H, d. J=8. 4Hz), 7. 6 

8(lH,d,J=8.0Hz), 7.75(lH,dd, J=8.4Hz,8.0Hz), 8.11(1 

H,d, J=8.4Hz) • MS (FAB) : 229(MH') 

BjW8 

2-^0^-6-^ h^v7xy-Jl. 
[0 13 1] 
[ft5 7] 



1$BB¥8-268890 
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Br 




[0 13 2] t -73^75 >34ml*WI'X>1200iilfc 
ttftL -aOCKttSIU 30#n*l?T&* 8.8ml£fi3 

Ttfc. E^fi^s-eo-cic^aib. if7^7^-)v 

20 g © n D ;* * > (100ml ) j§«c£10#ffl;&H*TSST 

Ufc. Sfcg^ttlCX-T^ 500ml ftfti*.. lN&tt. 

«BE»»f<&t, SEft£«>16.5g (R*50X) 

[0 13 3] • 'H-NMRCCDCls) 5 ppm;3.90(3H, 
s). 6.75(lH,dd,I=8.2Hz,8.0Hz), 6.8K1H. dd. I=8.2Hz, 
1. 4Hz), 7. 09 (1H, dd, J=8. OHz, 1. 4Hz) 
Mj§W9 

2, Z-'J^Y^-'y-fu^yMXTi^ 
[0 134] 
[ft5 8] 

Br 




[0 13 5] 2-7*Dt-6-^h*y7iy-;l'5.fl 
Kft*'J-7A 1.7g *»!*., 5^WJDl»®iSUifc. 

**> K«fcD««U g?ffift£& 3.3g («*82X) £ 

[0 13 6] ^H-NMRCCDCU) fi ppm;3.85(3H, 
s), 3.86(3H,s). 6.85(lH,dd,J=8.4Hz,1.2Hz).6.92(lH, 
dd, J=8. 4Hz, 8. OHz) , 7. 12 (1H, dd, J=8. OHz, 1. 2Hz) 
W&tfll 0 

N, N-yX^-4-^h^->^>X75F 
[0 13 7] 
[ft5 9] 

COMBti 
Olfe 

[0138] 4-* r-*->£S#&10g£MPx> 140 



-896- 



43 

SK£Si8S5TUfc. 60 < CT2BSfiaW#16» gas-eft 
ULfc. z.o®mz7- V 7k Fay 7> 200iDltvX5 1 

««U SEfls£&14.1g (iR*:«a«) Sttttftt 

[0139] • 1 H-NMR(CDCls) 6 ppm ; 1. 00~1. 6 
0(6H.m). 3.20~3.65(4H.i). 3.81(3H,s), 6.88(2H,d,J 
=8.8Hz), 7.33(2H,d ( J=8.8Hz) 
gjgglll 1 

2 -S^X^frftJI/A^ )V- 5 - h=^->7i-W'? 

gg " 

[0 140] 
[ft6 0] 

CONEta 




OUe 

[0 14 1] g383?HST. xF5*3\>PX?U>i>7 
5>4.18ml£«#xF7fc HH77> 150mltC^L. 

*"9->}§at27.6DilS:10»M*HtTiiSTUfc^ -60t:[C 
T10#WK#L*:. Hajg&lCN, N-^X^U-4- 
*F*v"^>X7iiF 6.0gOfh7tHa77> (15 
ml) jg&£157*raaHtTi8TL;fc&> -65t:CT45^ffi 
mfthlt. C©+^FU;< h*->#7>8.63ml£;bn*., 

1 NJggJ£ JDA. pH5ICim E£g-S<gj£ftSJE» 
9U6U ggBte£®£?i#«ii:UT#fc. JKDfcOttlil 

ss-r s c t & < #.<DKfe\zm 

[0 142] ggflJ 1 2 

2-^x^;^;i/;\ , ^-f;v-2'. 3'. 5- HJ* h=fr-> 

bf7xXJU 
[0 143] 
Mk6 1] 





CONE t i 


OUe 


OUe 
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[0 14 4] S^SHStT, K7VVJ±7-V 1 7*7sY-V 
7irMX7^ > 532mg£v;* h*->X*> 270mWC 
iSSPU ^©«t>^2, 3-i?/ h+->^D^>-e>3. 
33g5JPA, SffllCT30»Wa#Lfc. -£0&, £©jg 
jSCWS^ICt 0 # etlfc 2 - 3>XWk&;W*E'f JP- 
5-* F*i/7xx;M^K©X*/-^ (16ml) JSiflc 
t. 15.3ml©2M^ffi**7-hU'7A*SffiSlin^. 21 
ftWiin&jliSbfc. SlSS-&«j4*lctDA, »Kx^ 

fCiOSSU gfBft-&«)2.81g (-&pgJK$30 
X) £?M*<8iiU-atfc. 

[0145] • 'H-NMR(CDCls) <5 ppm ; 0. 83(3H, 
t, J=7. 1Hz), 0. 95(3H. t, 1=7. 0Hz). 3. 20~3. 80(4H, m), 
3.74(3H,s). 3.84(3H,s). 3.89(3H.s), 6.86~6.94(4H, 
m), 7. 01 (1H, dd, J=8. 0Hz, 7. 6Hz), 7. 29(1H, dd, J=8.4Hz. 
0.4Hz) 
W&M1 3 

20 2 - vX5Mkft JW^-f )V- 2 ' , 3 ' , 5 - h 'J h F 
[0 1 46] 

Ht6 2] 



30 





CONBtt 


OH 


OH 



[0 14 7] 36*»H»T, 2 - i/^)Vti)Vn^)V 
-2\ 3', h*->tf7x-;i/ 565ng*li*y 

£OD;*^>12mlW8S£tf> -60t:fc?&aiU&o £tf> 

mnmz=fk{tft?mo 1 ms?* d d * * >sgiS7. 96mi 

KftSJU 5ml £iDAfc», ftftCMU 

injsk£jda> pHsiKLfc. *@s^dp^^ 

40 m 493mg («* : 5£SM) £S#£bT#;fc. JIOfcCD 

c t & < &<DKfo\zm v>fco 

[0 14 8] • 1 H — NMR (CDCb) <5 ppm ; 0. 90-0. 9 
9(6H,m), 3.01-3.07(2H,m), 3. 20-3. 50 (2H,m), 6. 60(1 
H,dd,J=8.2Hz,1.6Hz), 6. 72(1H, d, J=2.4Hz), 6.78-6.9 
0 (2H, m) , 6. 93 (1H. dd, J=7. 6Hz. 1. 6Hz) , 7. 10 (IB, d, J=8. 2 
Hz) 

3 

4, 9-ybHP^y-6H-y^>7[b, d] \Lv 
50 [0149] 
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(24) 



ftM¥8-268 89 0 
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Mfc6 3] 





n OH 

[0 15 3] 4-tHP*->-3-^h*y$If8 
5.0g£x*/-^50niii;:j8j§?U m&ig&taz* 22 

*) ICiDfiSKU mefcSfc 4.9g (W85%) Si* 

[0154] • 1 H — NMR(CDCh) 6 ppm ; 1. 37(3H, 
t,J=7.0Hz). 3.94(3H,s), 4.34(2H,q, J=7.0Hz), 6.07(1 
H, br-s), 6.93(lH,d,J=8.2Hz), 7. 54(lH,d, J=2.0Hz), 
7.64(lH,dd.J=8.2Hz,2.0Hz) 

m&mi 5 

4 -^>y,M-*y- 3-> h*->&Jl,ggX^X3, 

[0 15 5] 
[fc6 5] 



20 



[0 15 0] 2 -VX.=f-)Vt})\>n^ )V- 2' , 3', 5- 
h'J t Ha+->tf7xX)P 493mg<£RK25mHC®«L, 

f3fcSf> 150mg£*§fc. £fc, U SS 

9>-*9S-JWIt) fcJ:0««U SBfc£«l 115B8 
ZtS&tVTWi <£lt«*71X) . 

[0 15 1] • Bbft ; 110-112^ 

■'H-NMR(DMS0-d«) <5 ppm ; 7.02 (lH,dd,J=8.0Hz, 
1. 2Hz) , 7. 06(1H, dd, J=8. 8Hz, 2. 2Hz), 7. 15(1H, dd, J=8. 0 
Hz.8.0Hz), 7.54(lH,d,J=2.2Hz),7.56(lH,dd,J=8.0Hz, 20 
1.2Hz), 8.10(lH,d,I=8.8Hz) 

4 - b h p*->- 3 - h^-^jgaatxy^xxyjp 

[0 15 2] 
MIS6 4] 

co.et 



50 



40 




[0 15 6] 4-kHD+'/-3-^W/fcl«I 
?)\,X7>y-)V 4.9g*7-feh>80mlfc«»U 
^□2 F3.60ll£:JKtt*U9&10.8g«2nX.. 3PSffliD 

fc. 1 N&KfciiD*.. X-xJWCTfflfflU 

«, ^Esssufc. #e»n&aigs*'\*^>-5ttx 

-T^fcTftfrU &iBfl;£«!j5.02g <«*73X) 

[0 15 7] -B!^; 78.0~79. 5*; 

•'H-NMR(CDCl3) 5 ppm ; 1.37 (3H, t, 1=7. 0Hz). 
3.94(3H,s), 4.34(2H,q,I=7.0Hz), 5.22(2H,s),6.89(l 
H,d,J=8.4Hz). 7.28~7.43(5H,ai). 7.56(lH,d. J=1.6H 
z), 7. 61 (1H, dd, J=8. 4Hz, 1. 6Hz) 

mm 1 6 

4 -'OPfrtti'- 3 -;* h=fr->g 
[0 15 8] 
Mb 6 6] 

CO.H 




[0159] 4-*>SW**3'-3-*h*->5fc*» 
KlfJUXfM. 02 g £v>*? L )l/7JI/**-> H90ml \Z 
mmV. #18ml <fc*&4l;:*- MJ "7A 4.0g£iD*.> 100 
*ClCT16^WJi^L.fc. S^Jg^tlSrJlc^T. 1 NlfiK 
StepHSltl. BfKX^WCTtttfiU WtSEfc 

ME»»S-r-5i:, SEfcdtt («*:«««) «»» 

[0 16 0] •M£;173.0~173.5'C 

•>H-NMR(CDC1j) 5 ppm; 3.95(3H,s), 5.24(2H, 
s), 6.93(lH,d,I=8.4Hz), 7.28~7.46(5H,m), 7.6K1H. 
d, 1=2. OHZ), 7. 70(1H, dd, J=8. 4Hz, 2. 0Hz) 
«SW 1 7 

(4- K>$?;k**y) -3-^h^v^SS 

m jte»» 

[0 16 1] 
[ft 6 7] 



50 
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1 



(25) 

47 
0 0 




OUe OUe 

[0 16 2] 4 -*>JWaMr5'- 3 h=^>£J6§ 

& 700mg£l, 2-^^aDI^>10ml»C!Ba$-e-. 8 

tt,?*-M.2M*to7L. sox:\zt 3.5i$ra»#i,&. 
£©*^$£tc:£fc?:tx;W).30mi£;!)i]*.> 60"CIcti 10 
mmmvit. Rfcmstozm&mmvit. 4- 

3 - ^ h+y$If 8 700mg£xh7 
t H n 7 5 >12ml ICiS»U h U X3\>l/7 5 >0. 40ml £ 
JJPA. «V>TlifSLfc4-^>>?JM-*v'-5-/h* 

[0163] • 'H-NMR(CDCW) 6 ppi;3.95(6H, 
s), 5.25(4H.s), 6.93(2H,d,J=8.4Hz), 7.30~7.46(10 20 
H. m>, 7. 63 (1H, d, J=2. OHz) , 7. 69 (1H, dd, 1=8. 4Hz, 2. OHz) 
jgjggU 8 

2', 6' -yt:Fnt'/-2. 4' -y*h*->7-fel- 

[0 164] 
Ufc6 8] 

OH 0 




50 



[0 16 5] 5 -* Y**sWfr*sir~- JHOOOmg^i'^ 
□ n^^> 150ml ICjgffU -S'Clr^bfc. £©i§ 
jStcg^ntfA^mj F(iV)©lMS>£cin>i*>igSc 
7.85ml£ini*.;fc&. -15*C[CT 5.5S$Kfc#Lfc. -Ift 
^CClcStELfc®. 5£JI-&W::*i 1 N&&£JD 

- C\*-tf->-»Kx^;wR) icfcDfilSU gfBfl;-& 
4fe 772mg (W51%) Sltbtt^ltLTftfc. 
[0166] • 1 H — NMR(CDCIs) 6 ppm ; 3.40(3H, 
s), 3.75(3H,s). 4.62(2H,s), 5.92(2H.s) 

4' - (^>v;M-*» -5-bHD^->-3, 3', 
7-HJ*b*y:7 7#> 
[0 16 7] 

Ht6 9] 

50 



1$Pa¥8-2 68 890 
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OH 0 




OBo 



OUe 

[0 16 8] 2*,6' -S>tFD*->-2. 4' -i?* 
F*->7"feF7x/> 202mg> tfX- C (4-^>^;V 
-3-*F*v£S«SH M*fel005«s, Rtf 
4- ("OS?****') -3-^h+S/^SSK^hU 
"7A8 301mg©fi£<Kj£«JEET. 180~185 t:»CT3^ 

®>%**;-Mz®mv. ?7V**>inmLft&. m 
77^- (A+-y->-»Kx^jR) k^ohmu a 

^SX^y-^ 3.<M£JMFU *Kft*'J7A©10« 

x*y-;wg«ftip*.. 2*»h&t. ^mmmmmm 

Lfc. 1 NltffiSr2mlJn^.. ? nnslvH/AICT 

fflfflLfc. #&J1 trrifcfrU **6SKv 

y*^»7AlCT&&&. i&Eiftfi&U SS%*->U*y 

-»*) IC±9«S9U 8fEft-&«338iiig («*9.2X) 

[0 16 9] • 1 H — NMR(CDCIs) «5 ppm;3.86(3H, 
s), 3.88(3H,s), 3.98(3H,s), 5.22(2H,s). 6.36(2H,d, 
J=lHz),6.44(2H,d,J=lHz), 7.00(lH,d, J=4Hz), 7.30~ 
7. 48 (5H, m) , 7. 66(1H. dd, J=4Hz, 1Hz) , 7. 72 (1H, d, MHz) 

4', 5-yt Pn»S/-3, 3'. 7-hU* ^->77 

#> 
[0 17 0] 

Hfc7 0] 

OH 0 




[0 17 1] 4' - K>>MM-*-» -5-kFn* 
->-3, 3\ 7- h'J* ^*>':77:itf>38lIlg£X:jr/- 
JH0mll;:S«;*1^\ 5 56/^v7Afi]$ffittKl0g©# 

■fe^-f Fttiau x*/-;Mft#u afflc£«fiE8«8 
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to 5.5mg OR9518X) «^SttT#fc. 

[0 17 2] • fibft ; 169~171"C 

• 'H-NMR(CDCls) 6 ppm ; 3;86(3H,s), 3.88(3H, 
s). 4.00(3H,s), 6.04(lH.br-s),6.36(lH,d,J=2.4Hz), 
6. 50(1B, d. J=2. 4Hz), 7. 05(1H, d, 1=8. 4Hz). 7. 67 (1H, dd, 
J=8.4Hz.2.0Hz), 7.70UH,d,J=2.0Hz) 
• MS (FAB) ;345(MT) 

W&&}1 9 10 
N, N-^I?;i/-3, 4--^/ mr->^>X7S H 

(^7 Vfrh&VX.^WS. P) 

[0 17 3] 

Hfc7 1] 




[0 17 4] ^7h;PAK22.5g*>?^DD^^> 200 

8iS£x h7t Ka77> lOOmifciS/SU ot:i;:?&23] 
200ml jSi8c£JO;L. ^fi(C#jiLT 2. 5S$WW#Lfc. 

00/1) T«®U geft£&22.023g 0K3575!*) £ 
«t/ttT#fc. .30 

[0 17 5] • 1 H — NMR(CDCh) 6 ppm ; 6.96(lH,d 
d, 1=8. 8Hz, 2.0Hz), 6.96(1H, d, 1=2. OHz), 6.86(lH,d,I= 
8.8Hz),3.90(3H,s), 3.90(3H,s), 3.60~3.30(4H,br). 
1.28~1.15(6H,br) 

N, N-^X5MI/-2-7d : E-4, 5-v^P*->^ 
>X7SP 

[0 17 6] 

Mb7 2] 

yeO^^-^^CONEt, 40 

yeO^-Nr 

[0 17 7] *y P;hk&i>X3Ml/7S H 997mg£»K 
10mllCi§8?U ^5tl0.25iI*jDATSiiT2^ffl, 
T50t;-C17«f RHffi#Lfc. ^ClC^e IC^^O. 23ml £in 

50"C-C7IQ|y]a«sUitS. SffiT^Sibfc. 
^nfcSfcfcWSSx^TJSflPU ifc^-W 1 ** 



#BI¥8-26889 0 
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n**>/;**/-;v= 100/1) "CfiJKL/T. SEfl; 
•&ftl.223g (1R$9296) £35ttH#i:l,T#;fc. 
[0178] • 'H-NMR(CDCIj) 5 ppm : 7.00(1H, 
s), 6.75(lfl,s), 3.89(3H,s). 3.86(3H,s), 3.37~3.16 
(4H, br), 1. 27 (3H. t, J=7. OHz). 1. 08(3H, t, 1=7. OHz) 
ffi§fl)2 1 

2, 3, 4-h'J^h^->^P^>tf> 
[0 17 9] 
Kfc7 3] 



OHe 




[0 18 0] 1, 2, 3-hU><P*->^>-t?>10g£ 
*nn#;PA lOOmlKJS&U 47%^Yk**K*S«<£ 
MBtfiiDAfc. ^eHC^3ml*HDA, ^fiT35»ra« 

>/SSSx^=20/l) t?«§3LT. gJ8Hft&&12.9 
08g (JR$88%) *mm>t UT#fc. 

[0181] • 'H-NMR(CDCl3) (5 ppm ; 7. 2K1H, 
d,J=9.2Hz), 6.59(lB,d,I=9.2Hz), 3.91(3H.s), 3.89(3 
H,s),3.85(3H,s) gj5ffi)2 2 
2, 3, 4-P'J* ht->7i-M7BI 

[0 18 2] 

Ift7 4] 



Olfe 




[0 1 8 3] gSMsUfcT, 2, 3, 4-PlMP*->7" 
□ t^-fc? >5. 05 g *x P y t P □ 7 7 >50ml ICiSJB 
U n-r/gMUJ^A (1.66N'\*+)->i8i80 14ml £ 
-78Xn?0-3< Dim**:. ^iaT15#ffl«#Lfc&, P 
y*P*->#:?>10ml£HPo<D;&n^ £filC#flbT 

fc. »S*ffiKv^*->>7AT&ji«. »BET®«ES*b 
T, gf2*b£«&3.15g£}ft'tKtetLTl#fc. cn««S 

[0 184] 8ljggtJ2 3 

N, N-yX^;U-2',3'.4'.4. 5-^>^/. P* 
->- 2 - tf 7ir^;^t->75 P 

[0 18 5] 

Ut7 5] 
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[0 18 6] N, N-^X^Jl/-2-^D^-4. 5- 
i?*h*i"<>X7S. K2.94gfcl, 2-^*h*->X 

538agS:lraA» £ilTio#rait# bfc. 

IC2. 3, 4- MJ* h*->7xX;V**&3.15g, * 
^T&BS:J- h 'J 9A© 2«Jt*&m0ml£^M&il»£ 
Ufc. SttH^2.5*m&tf4.5*mftfc2, 3, 4 
- HJ* h^-/7i^*')S^nfn 1.5g. 280 
mg-r^UDA. 27^raSCiiiS£^<9ihLfc. 

JP=l/2) "CSISJUT. 1.601g£35tt 

[0187] • 'H-NMR(CDCIs) 5 ppi ; 7.0K1H, 
d,J=8.8Hz). 6.89(lB.s), 6.87(lH,s), 6.64(lH,d, J=8. 
8Hz),3.92(3H,s), 3.90(3H,s), 3.88(3H,s), 3.86(3H, 
s). 3.81(3H.s),3.38~2.71(4H,br), 0.98~0. 8 4 

(6H, m) 

3, 4, 8, 9-fh7bHn^y-6H-7^>'/ 
Cb, d) \f7>-6-*> 
[0 18 8] 
Mb7 6] 

0 




[0 18 9] N, N-'JXf)l-2' , 3', 4', 4, 5 
h*->-2-lf7xx;i/*;V*+->75 h* 

It. *£\Z=g&*V%a.OMi;!?nn*?>®m 30 

mi&jmA, &i&i;:#iaLT mrmwhtz. mzt-7&x; 
m&-rmmmikvtz. mznrzjzfe&mmomuzmm 

«J 730ng£$HK£f|£ LX%tz. 
[0 19 0] •BW5;>290 < C 

• 1 H — NM R (DMSO-de ) 6 ppi ; 10. 58~8.82(4H,br). 



(27) ^¥8-2688 9 0 
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7.48(lfl.s). 7.39(lH.s), 7.29(lH,d, J=8.8Hz),6.77(l 
H,d, J=8.8Hz) 

• IS C-NMR(MIS0-d6) 6 ppm; 160.650. 153.815, 
147.132, 146.585, 140.934, 133.136, 130.086.114.62 

6, 112.692, 112.662, 111.220, 111. 053, . 107. 526 
• MS ; 2 6 1 (MH* ) 

man 7 

7, 8-$?* h*->?-?'J>Ri;7 (8) -*h*->- 
8 (7) fcFn5">g-?U> 



10 [0 19 1] 
7] 




(OH) 

[0 19 4] Kmt-tYWk (6 0 %&»#«) 176ig 
03>>t?;bM'A73 H 3.5ml^{C» 7. 8-^kh* 
D+v^V'JXAust. I. Chem., vol.27, pp.2697tcft 
Vv£j&) 356mg SUflA. gilT 5 ftm&WVIt. CZ\ 
\Z, aVK*?)], 156ml£iO;L, ll$M*&TT«#t 
&. *l:TtU. 300 m 1 *D0*.T*fOU »KX 

3mhct»uju #as*2iHi*tt > mia-km.\zxi 

> : IBlf^= 2 : 1 KTigtti) trT£f£«j£#» 
U 7, 8-v;< h*->i>YU>Rtf7 (8) — t Hp 
*->-8 (7) *h + ->*VU> (Wffiftttfa&tttt© 
-H (a) ) *^tJ<£®tt^H(205ng) Rtf7 (8) - 
tHD*y-8 (7) ;*h*->*V'J> (»Jt6fc&lBJI 
&#©t>?-7j (b) ) *>6fc.5SSffitt#B (79mg) £ 

(v^nDpC^>:»ffix5 L ^=9 : 1KT 
SfUl) left* U 7. 

50 (72mg) Rl/7 (8) -kHD^>-8 (7) -* 
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v?V'J> «4H&fi:<*: (a) ) (58ng) &*tl*n® 
ft. 

[0 19 5] 7. 8-^h*->?V'J> 

[0196] 

Wt8 0] 




OUe 



[0 19 7] 

•Bt^;118.7~119.6'C 

•«H-NMR(CDC!j) 6 ppm;3.95(3H.s), 4.00(3H. 
s), 6.26(lH,d.J=9.6Hz), 6.87(lH,d, J=8.8Hz).7.17(l 
H. d, 1=8. 8Hz) , 7. 62(lfl, d, J=9. 6Hz) 

7 (8) -bFd*->-8 (7) ^h^->»7'J> 

(b) 

[0 19 8] 
Mb8 1] 




(OMe) 

[0 19 9] 

•Hfc&;160.4~160.9 , C 

• l H-NMR(CDCI») «5 ppm ; 4.00(3H,s), 5.83(lfl ( b 
r-s), 6.27(lH,d,]=9.4Hz), 6.87(lH,d, J=8.4Hz),7.02 
(lfl, d, J=8. 4Hz) . 7. 64 (lfl, d, J=9. 4Hz) 
7 (8) -b:Fn*->-8 (7) ;*F*->?v'J> 
(a) 

[0 2 0 0] 
Hfc8 2] 




(OH) 

[0 2 0 1] 

•MA; 158. 3~159.lt; 

• 1 H-NMR (CDC1 s) 6 ppm ; 4. 13 (3H, 
s) , 6. 24 (1H, d, J =9. 6 Hz), 
6. 2 4 (1 H, s) . 6. 9 0 (1 H, d, J = 
8. 6Hz), 7. 11 (1 H, d, J = 8. 6H 
z) , 7. 6 3 (1H. d. J = 9. 6Hz) 

-mms 

4-7x-Jl/- 7. 8-ybHa^V'J> 
[0 202] 
[<fc8 3] 
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OH 



10 [0 2 0 3] tfn#D-;i/2. 52g, "OW/HM 

nmmm.hit. ■gmabim.. #50mi£;&n*., ^c&tt 
v^dd^^> iooiiic»«u u 

T. WEMfc^*2.04g*»fttUT»fc. 
[02 04] • ; 116.4~118. 8"C 
••H-NMR(CDCl3) (5 ppm ; 6.22(1H, s), 6.86(15, 
d, J=8. 8Hz), 7. 00 (lfl, d, J=8. 8Hz), 7. 43~7. 47 (2H, n). 
7.50~7.54(3H.m) 
20 &6S0J9 

4- (3. 4-^h^>7ir;H -7. 8-v?t:F 

[0 2 0 5] 
[ft8 4] 



OUe 



30 




OH 

[0 2 0 6] 3, 4 F+S^OlAOPBt&X^ 

4. 33 g t bf a#a-;U2. 16 g £ h 'J y)V^rammM\z 
HA.. 8P*|BJiD&jl«L;fc. 150ml &C 

»&ifcofc. £i&KT8JEES;*8U fittttfl: l.7g*# 
40 fc. **/-*J:0WIMbLT, *8ftfcgSBfc£®350m 
g Si^StbT^fc. 
[0 2 0 7] • ; 274.1-274.410 (##) 
• 1 H — NMR(DMSO-de) 6 ppm ; 3. 79(3H, s), 3.81(3 
H.s), 6.12(lH,s), 6.77(lfl,d,J=8.8Hz),6.90(lH,d,I= 
8.8Hz), 7.04(lH.dd,I=1.8Bz,8.4Hz), 7.07(lfl,d,I=1.8 
Hz).7.09(lH,d,J=8.4Hz), 9. 36(lfl,br-s), 10.14(lH,br 
-s) 

mmmi o 

4- (3. 4-^fc Fn=fr->7xXJU) -7. 8-^b 
50 FO^->^-7U> 

•902- 
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[0 208] 
Wfc8 5] 

OH 




OH 

[0 2 0 9] 4- (3. 4-i;^h + ->7irjW - 
7, 8-v?t KD*->£vy> 157mg(0.5inmol) 

? D D ;* * >?8i8j(l. OM) 1. 5ml £iBT Life. 3&CT1. 
25®mmW& Hllfl^SSti^DD^^igffia.O 
M)1.0Dl*$eiC»TLfc. S®ICT15»ffflK^ * 

137ng*ifeattT#fc. 

[0 2 10] -BS^; 288*0 UtW) 

• 1 H — NMRCDMSO-de) (5 ppm ; 5.980H, s), 6.75~ 
6.80(2H,m), 6.84~6.86(2H,ni), 6.91(lH,d, J=8.8Hz), 
8.30(lH,dd,J=10.8Hz), 9.25(lH ( s), 9.33(lH.s). 9.39 
(1H.s),10.09(1H,s) 
%W8H\ 1 

3- (3. 4-^^->7i-;H -7, 8-^pth 

[0 2 11] 
Ub8 6] 




OUe 

[0 2 12] 3, 4-^h*->-2-hHD*->^> 
XTJPxkH 394ngWv£nn;**>llml?8ffil;:&&;*j 
U «?A20^*®jg30nil t«£K*^^ h 7!/?)U7>*= 
•7A220mg. »>T3. 4-^f*>>7i^7tf 
MWy^Y 511mgCO>'i7DD^^>lliiil^SJt!£in^., 
3fflT3l$KiKL<«#t&. W«®£#1&U 

>?^nn^^>icT$eiciiHiaaiufc. ^jas^t) 

VvH- ('\*-y-> : B*fKx^;P= 2 : 1-1 : 1- 
ftKxfMUCTiStit) ICT^SSL. ggS<fc£fe 220nig£ 

[0213] • 'H-NMR(CDCI») 6 ppm ; 3.93(3H, 



(29) 1$BB¥8-2 6 8890 

56 

s), 3.95(3H.s), 3.97(3H,s), 4.04(3H,s), 6.90(lH,d, 
J=8.8Hz), 6.93(lH,d.J=8.4Hz) ( 7.23(lfl,d, J=8.8Hz). 
7. 26(1H. dd, 1=8. 4Hz, 2. OHz), 7. 29(1B, d, 1=2. OHz). 7. 71 
(lfl,s) 

mmmi 2 

3- (3. 4-^t:Hnty7i-JW -7, 8-i^t: 

[0 2 14] 
[ft8 7] 




[0 2 15] 3- (3, 4-^h*->7ir;W - 
7, 8-v* h*S/£V«J> 220mg©v s £nn;*$'> 
4.4alttK£. HlMb^9K^Dny3'>8«(1.0 
a? M) 3.8falfc*TU SfilCTlBSfflStfLfc. *t» 
Kx^ftiP*., *r«E£#ft. ffifofc 

ttBtU 8Bfc£tt M(HgSISfti:l,T»&. 
[0 2 16] • Bt A ; 297*C Vm) 
• 1 H — NMR(DMSO-de) 6 ppm ; 7.05 (lH.d. 1=8. 4Hz), 
7. 16 (1H, d, J=2. 4Hz) , 7. 93 (1H, s) , 6. 75 (1H, d, 1=8. 4H 
z), 6.79(lH,d, J=8.4Hz), 6.97(lH,dd, J=2.4Hz,8.4Hz), 
9.00(lH,br-s), 9. 10(1H, br-s), 9. 33 (1H, br-s), 10.02 
30 (1H, br-s) 

mmmi 3 

4- (4-/bt->7i-^) - 7-fc HP^7'J 
> 

[0 2 17] 
Ifc8 8] 

OUe 



40 




[0 2 18] U\M-v/-;W2.22gfttf (4-* 
7xXJW 7-fer-SKX^JH.21gShU7;P*D»ffi 
11b1K»!PU 2^Bgjn^iS8SUfc. 
50 TkRtfvH" V^DtfJPX— r^SiD*., tfrfiib&@#£ 
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[0 2 19] 268. 2-268. TC 

• 1 H — N M R (DMSO-de ) 6 ppm ; 3. 82(3H, s), 6.08(1 
H,s), 6.76(2H,d,J=9.2Hz), 6.77(lfl,s),7.09(2H,dd, J= 
6. 5Hz, 2. 2Hz), 7. 33 (1H, d, J=9. 2Hz), 7.46(2H, dd, J=2. 2H 
z,6.5Hz), 10.60(lH,br-s) 

4- (4-bHP»y7x^) -7-bPa^>»7 

[0 2 2 0] 
[fc8 9] 



OH 




39 



[0 2 2 1] 4- (4-^h+->7x-;W - 7 - h F 
□ *^7'J> 536ng*a**HaTy^DD^^>l 
0.7nllcHaU Hftfc*^v^DD**>i§j£(1.0 
M)7.2il£SfifcTi(rFbfc. 30^WSSICTffi^ 
HUfb*^ DD^^ >i§i£(l. 0M)2. Omi £i8T 
U lBSMgiaiCTfttfbfc. 7K£iD*T£££#it 

»U 8Gfc£tt363ing ^Stltifco 

[0 2 2 2] 248. 6-249. VC 30 

• 1 H — N M R (DMS0-d6 ) <5 ppm ; 6. 05(1H, s), 6.74- 

6. 78(2H, m), 6. 90(2H, dd, J=6. 8Hz, 2. 0Hz), 7. 34 (2H, dd, J 

=6. 8Hz. 2.0Hz), 7.37(lH,d, J=9.2Hz), 9.93(lfl, s),10. 5 

9(1H, br-s) 

3- (4-l:HP^>7x^) -7-bPP^7 
U> 

[0 2 2 3] 
Mfc9 0] 




[0 2 2 4] 3- (4-* h*v7x-;» -7-;*h 
*>^VU>1.00g (3. 55mmol ) $^DD^^ >10ml lc 
■ML Z^k^<i79S^^DD^^>^«(L0M) 14.2 

mlfciSTLT, afifcTl«pW«»l/fc. ££tc^n 
n^^>lOml tHU^^^^v^np^^^fSd.O 50 



*SBi¥8-2 6 8 8 9 0 
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MROmlfcft]*, li$fW£fifcT»#Lfco *£i&TL 
K;**/-;PcfcOBJSSLT, SHBft^ft 538mg£*g|i 
[0 2 2 5] -K/S^SOOt: 

• 1 H-NMR(DMSO-d 6 ) 6 ppm ; 6. 71(lH,d, J=2.4Hz), 
6. 78-6. 80 (3H, m) , 7. 51 (2H, n) , 7. 54 (lfl, d, J=8. 4Hz) , 
8.00(lH,s), 9. 64 (lfl, br-s), 10. 50 (1H, br-s) 

satm 6 

3- (4-^h^v7i^) -8'^^>»7U> 
[0 2 2 6] 
Wb9 1] 




OHe 



[0 2 2 7] 3-*b*>"<>X7)l 
TkH 1.754g©y^DD^^>20iDl*»fc20X«K* 
U £ A**§$Q50ml <h«E&*S!Sx h ^y?;i/7>^->> 
Al.OgSJDA, 4-^h+y7x^7tWD7 
-f H 2.694g©y^DD^^>20inl«tt**TbT, £ 
ffiKT-£fft#U&. v^DD*?>KT2[3ffifflU 

U »tStS»JES*bfc. **7-/WCTBII»U ft 
Bft^tt 1.235g&ISfifcLT»&. 
[0 2 2 8] -BUS; 145. 2-146. It 
• 1 H — NMR (CDCh ) 6 ppm ; 3. 86(3H, s), 3.99(3H, 
s), 6.97(2H,m), 7.06(lH,dd, J=1.2Hz,8.0Hz),7.10(lfl, 
dd,J=1.2Hz, 8.0Hz), 7. 21 (1H, t, J=8.0Hz), 7.60(2H,m), 
7.74(lH,s) 

mmm 1 7 

3- (2-KUiW -7-*h=fr->»TU> 
[0 2 2 9] 
Hfc9 2] 




[0 2 3 0] 2-tHD+y-4-^h + y^>X7;l/ 
5rkFl.00g, (2-eUSW) -»Kx^;W).66g, 
tT^U v> O.lml^r-f yyD/V-;P20mIiC^b, 1 

ooicfcTiWfiBUipJBkbfc. &ia*-c#aju wmbfcjs 

80mg£i!S&<hLT#fc. 
[0 2 3 1] • H£ ; 149. 3-149. 7*C 
• J H-NMR(CDCIs) 6 ppm ; 3. 90(3B, s), 6.87(lfl, 
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d, J=2. 4Hz) , 6. 89(1B, dd, 1=2. 4Hz. 8. 4Hz). 7. 27 (IB. ddd. 
1=1. OHz. 4. 2Hz, 8. 8Hz) . 7. 55(1H, d, J=8. 4Hz), 7. 77(lfl, d 
t , J=2. OHz, 4. 2Hz), 8. 40(1H, td, 1=1. OHz, 8. 4Hz), 8. 67(1 
H,qd,J=1.0Hz. 4.2Hz), 8.73(lH,s) 

mmmi 8 

3- (2-tf'Jy^) -7-fcHD^->^VU> 
[0 2 3 2] 
Mb9 3] 




i0 



[0 2 3 3] 3- (2-£'Jv;» -7-*h*->£V 
U y 510mg t fcf 'J ^ >mm 2.0g <£g^l/> 210*C 

& 479mg£i|g l fl£Umfc. 
[0 2 3 4] •ffl!£;>300 , C 

•'H-NMRdMSO-ds) (5 ppi ; 6.81 (lH.d. 1=2. OHz), 20 
6. 88(1H, dd, 1=2. OHz, 8. 4Hz) , 7. 55(1H, dd, J=5. 6Hz, 6. 8H 
z) , 7. 74 (1H, d, 1=8. 4Hz) , 8. 08 (1H, dd, J=6. 8Hz, 8. 4Hz) , 
8. 30(lfl, d, 1=8. 4Hz), 8. 73(1H, d, J=5. 6Hz), 8. 82(1H. s) 

%mn 9 

3- (4-bHD^>7i-JW -8-bHD»^7 
U> 

[0 2 3 5] 
Hb9 4] 




30 



[0 2 3 6] 3- (4 h*v7x~jV) 
*^VU > 1. 128g & n O* 9 >22ml fc«»U 

££$#lkS-B\ #rWLfcH#£aJSt> zKttLT. SIB 40 

fc£«J 804mg£*g I Ii£LT#fc. 
[0 2 3 7] -BUS : 257.71c (#S?) 
• 1 H — N M R (DMSO-d« ) 6 ppo ; 6. 82 (2H, d. 1=8. 6Hz), 
7. 04 (1H, dd, 1=3. 2Hz, 6.4Hz), 7. 10~7. 15 (2H, m), 7. 57 

(lH,d,J=8.6Hz), 8.06(lH,s), 9.70(lH,br-s), 10.16(1 

H, br-s) 

S%fll2 4 

2- (3, 4-y^ht->7x^) -4. 4-y^^ 
M£fcAj > 
[0 2 3 8] 50 



4$IB¥8-2 68890 

Mfc9 5] 




OMe 



[0 2 3 9] 3, 4-^^h*->^S#K9.11g©^^ 
DD^ >90ml^lX5 1 ^-njW^ D ij H4. 35il (60mmol) 
£JD;L» 50^11X1 BPUDSRlfc. J§SES*Lfc&. s 
it£>^DCi;*$'>20iilfciS#U *?&T. 2, 2-v 
* ^)W7 5 J y -Ml. 4ml O -Jit U U * 9 >20nl m 

U tt=.)U?W) F8.7ml SrfcfiTFiRTU 5^W« 

U«i7AfcTpH=8tCpSbfc. »KX5 L )KCT2I5Ift 

&fi!cifa#ll.7g£#fc. J8«6£^nn* 
*>-'\*-9->J:i)Stt»U SEfc^to 9.5g£tS& 

[0 2 4 0] •8M£;63.0~63.5'C 

••H-NMR(CDCl3) 6 ppm ; 1. 38(6H, s), 3.92(3H, 
s), 3.94(3H,s), 4.09(2H,s), 6.87(lH.d, 1=8. 4Hz), 7. 
46 (1H, d. 1=2. OHz), 7. 53 (1H, dd. J=2. OHz, 8. 4Hz) 

mm\2 5 

2- (3, 4-^h^>-2-3-H7i-Jl>) ~ 
4, 4-^9SM-*-fr > /U> 

[0 24 1] 

Ufc9 6] 




OMe 



[0 2 4 2] 2- (3, 4--;>h*y7irJW - 
4 , 4 - 5=-;P^U-7U >3. OOg £x h 5 b H D7 
7> lOOmltC^U, giSSUfcT. SJWKTftiJLfcat 
6, y;PT;U7^U5 1 ^A'\*-9->Sj8t(1.6M)8.8iDl 

*rtia-i5 < c*^-ii'cicTjBTt&. i.5p*iw»# 

U 39£3.78g©xh7tKn:7=>>60ra!&f8£»T 
U SSIC#ta^-frT 1.5^rWffi»Ufc. »3T, *5 
ml. *^T? 1 ^e5K^-h , J , ?A>!K^SS(5.4g/30ml) & 
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B6!!l^=3 : 1-3 : 2»CTSffl) KTttSSU gl 
fE{fc£® 2. 585 g LT#fc. 

[0 2 4 3] • 1 H — NMR(CDCls) 6 ppm ; 1.41 (6H, 
s), 3.82(3H.s), 3.88(3H,s), 4.12(2H,s). 6.88(lfl,d. 
1=8. 5Ez). 7.31(lH,d,J=8.5Hz) 
gggjjjgj 

2, 2' -fcfT, (2- (4, 4-y>t^tWJ- 20 
jkj ) -3, 3', 4, 4' -y-h7*h*i/V7JL=.)V 

[0244] 

[fc9 7] 




[0 2 4 5] 2- (3, 4-S>;*h*->-2-3-F:7 

-4, 4->'^g L ;u^-=ir-y-7 , J>i.04gSv'^ 

3MM^k£>7SF 1.5mltd§fl?U SSffiLOlg fcioAT 
llOClCT 2.5l»m 140t:»CT 1.5^ffl8i#b&. v 
?DD*$'>20ml£imAT*j§i&£i8iU Sittt 180 
mlOi^DDpt^-egfc^fc. ttactffl;«**t>-ii-T7 
>*-7*(100mlx3) Tfo\ SSKvif*:^ 

o: 1-50: 1-10: ii:tsni) \zxmmv. m&it 

%m 364mg£i!8IS£LT#fc. 

[0 2 4 6] •Bt^:90.6~92.4'C 

•'H-NMR(CDCU) 6 ppm ; 1. 14(6H. s), 1.26(6H. 
s), 3.57(2H,d, J=8.2Hz). 3. 65 (6H, s) . 3. 74 (Ifl, d, J=8. 2 
Hz), 3.93(6H,s), 6.92(2H,d, J=8.8Hz),7.62(2H,d, J=8. 
8Hz) 

3aSfl|2 0 

5. 1 Q-^fc Fn*->- 1, 6 2, 7- 40 
3*fr*V-l. 2. 6. 7-xH7bHotfn> 

[0 247] 

Hfc9 8] 



<$0i¥8-2 6 8 8 9 0 
OH 




OH 

[0 24 8] 2, 2' -EX (2- (4, 4-v*^ 
**»»/U=M ) -3, 3*. 4. 4* -?h5*F* 
•>E7i-JP 120mgitr'J V>mm. 490mg£il£U 

m^zximmafkhit. sa^rftai^ *5mi£ 

ffitBU£H#£S<M>»(2500rps, 5iin) 
[0 2 4 9] •IM&;>300 , C 

•'H-NMR (DMS0-d« ) 6 ppm ; 7.31(2H.d,J=8.6Hz), 
7. 96(2H, d, J=8. 6Hz), 11. 4~12. 0(2H, br-s) 
• ls C-NMR(DMSO-d 6 ) «5 ppm; 110. 3, 119.6, 127. 
0. 137.0, 150.9, 159.3 

mmw2 1 

l7^Brh77tf-h 
[0 2 5 0] 
Hb9 9] 




[0 2 5 1] X7^K2*?n«!j 5.0g<£t!U^> 125ml 

£«3iU 0.58g©glffitt:-&»£#;fc. 
[0 2 5 2] •BbS;>300'C 

• 'H-NMR(CDCh) <5 ppm ; 2. 39(6H, s). 2.47(6H, 
s), 8.07(2H,s) 

•MS ; 471(l*+€)* 
£jjgg2 2 
Xr>^&4, 4* 

[0 2 5 3] 

Mfcl 0 0] 
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ftBB¥8-2 6 8 89 0 




64 



[0 2 5 4] I7i^fh77tf-h 2.0g£tr<Jv 
>TiSfe#U ft® Lit. i?*9-MM,I>7§. HiDSlS 

a-rst. Matte* 8oomg*%fi©iestbT#^n 

[0 2 5 5] •IS^;>300 , C 

• 1 H-NMR(DMSO-d«) 6 ppm : 2.89(6H, s), 7.95(2 
H,s) 

•MS ; 387(M+fl) + 

4, 4', 6, 6' -rh7-hP-2, 2' -h'7x- 
[0 2 5 6] 

Mfci o l] 

NO, CO.H 




[0257] mmm. i65miic*KrFsss«8& 220ml &ta 

(<Jffia<35'C£-C±#b;fc. Ctl\Z2. 2* -tf 
7iZJl/y*M>S 22.22g&{!>LToin^. 1 rtfitf 

85t:fc^^s-ci)ii^bfc. ^mfftcT7^m«m k 

U **2 'J >y hJWCiDA, mWLX?)V 5 

ooBn?2isiaaufc. ata^fiafi]^* 5oomi-c2iHj 

gtEfc£«J 33. 43 g *tStfi7R£J&H# £ 5 tl&. 

[0 2 5 8] • 1 H - NM R (DMSO-de ) «5 ppm ; 9.11(2 
H,d,J=2.5Hz), 8.94(2H,d,J=2.5Hz) 
&86ff]2 3 

4, 4' -^hn-6, 6' 

JVg 2, 6, 2', 6' -/7^h> 

[0 2 5 9] 

Hfcl0 2] 

0. 




10 



20 



30 



40 



[0 2 6 0] 4, 4'. 6, 6' -^by-ha- 2, 
2 ' - t7i^JW^*;^>K29.8g*^^5 i Jl'*)PA 
75 H50ml(CS»$*. 130'CltT9l$lffll»#l,&. ft 
&. 5£8tJ:»)JS(»&e£U pi*/-^ 100ml £JD 
A. «Ttai/fc»aSitjiUfc. x*/-)k iK^Tn- 

'\*-y->rifc#u &&-rst, &Efc£& i4.74g# 

[0 2 6 1] • Sfi^C ; >300-C 

• 1 H — NM R (DMSO-de ) 6 ppm ; 8.84 (2H,d, J=2.0Hz), 
8.76(2H.d, J=2.0HZ) 
•MS (El) ; 328(M 4 ) 
fglggj|24 

3. 3' ->?-0-^7 c ;i/X7^(R=R'=H)Rt;3, 
3',4-h'J-Q-^;H7^(R=H, R'=Me) 

[02 62] 

Ufcl 0 3] 

0 




[0 2 6 3] X.y{fm 2. OgSy^fWMTS 
F30mlia8»U ^U»5A 2.0g£iD;L, SiBfcT 
30#ffliS#U&. tnt:3>5ft^^ 3.5g£llPA. 60 
< ClCT5l$ffl8l#L&. Sf5Sfattw 1 NjfiKSiD 

AT&ftiU BKXfJP 300ml i** 300ml <DMWi<P 
KID*.. *T«IB*7>Jabfc. S(EK^^->^AICTI£» 

(^DD*M: ,**/-;V=98: 2) tTfg© 
•T^t. ^^^JU^Hfi^tL/TSSmg. hU^^;i/ 

ft&mmmt LT58mg#en7c. 

[0 2 6 4] 3. 3' -^-0-/^17^8 
• 1 H - NM R (DMSO-de ) <5 ppm ; 7. 51 (2H, s), 4.02(6 
H,s) 

• H*J& ; >320t: 

• MS ; 331 (W* 

3, 3' .4-h-U-O-^JVXyj 



• 1 H — NM R (DMSO-de ) 6 ppm ; 7. 55(1B, s). 7.50(1 
H,s), 4.02(3H,s), 4.0K3H.S). 4.00(3H,s) 

• mi ; >320"C 

• MS ; 3 4 5 (M+H) + 

mum 2s 

4. 4' -v>75/-6. 6' -ybHD^y7i- 
2, 6. 2' , 6' ->>7£h> 



[0 2 6 5] 

Hki0 4] 



50 
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[0 2 6 6] (10%)330mg£xF^b: 
FD7^>10fflK *5dK EEtt5ml0>&ffil;:&83tt, 
cnfC4, 4' 6' -^kFD+yy 

7xX;i/& 2, 6, 2', 6' h>1.42g©T- 



4$BI¥8-2 6 8 8 9 0 
h7tHP77> 100ml ®S«£in;t* #*««T, S 

[0 2 6 7] • BU* ; >30ffC 

■ l H-NMR(DMS0-d6) 6 ppm ; 7. 18(2H,d, J=2.0Hz), 
6.91(2H,d,J=2.0Hz), 6.02(4H,s) 
•MS (EI) ; 26 8 (M + ) 



(51) Int. CI. 6 
C 0 7 D 311/80 
493/06 



F I 

C 0 7 D 311/80 
493/06 



$AK^ftiai00083^-r ^>->x>, A 
-fx^7>£, ^>aX^t>;K 38A 

^^AE*fPB100083^v>^X>, A 
^T^7>9 9 V^X-f >;k-, 38A 

(72)§&W* U*>-*> 

+»AS*fPH100083'<-fy>^X> > A 
-fx>r7>£, i/^X^ft>JK 38A 



(72)38Bj?# ->;x^x^ 

if^AS^Sl@100083^-f v>vX>, A 
-fx^7>^, yaX-ft^K 38A 
M^^r^M'^n-yf 

<72>»9I# aim 

^Miifr?&fP»rteWA^ffl±eB2084 ~ 2 
(72)£93# in* *HT 

^JttiHO<«TU#B4-10-20 ti?a- 

;MiB302 
(72)Sg^ » 

25S406 

<72)m»s mm ¥ 

3Sft^^<«m^yV«2-23-5 
^@302 

3?««0< «m§g4 -14- 5 -502 
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